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141 salts were dissolved. The prepared phosphate buffer solution was stored at 4°C. Urine 142 samples were thawed in a water bath, thoroughly shaken and spun for 5 min at 12,000 × g 143 in a swing-bucket rotor (Hettich, Tuttlingen, Germany) at 4°C. Then, 400 μL of the urine 144 sample were transferred into Eppendorf tubes and mixed thoroughly with 200 μL of cold 145 phosphate buffer solution. All the tubes were then centrifuged for 5 min at 12,000 × g at 146 4°C and 550 μL of the final mixture transferred into 5-mm NMR tubes (VWR International 147 Eurolab, Barcelona, Spain). The prepared NMR tubes were immediately put on ice and sent 148 to the NMR Service of the UAB for 1 
253
Although our does were less sensitive to HS than dairy cows with regard to feed intake 
281
At first sight, visible differences in urine metabolites were found between HS and TN 282 groups. Spectral region from δ = 8.0-6.5 ppm showed higher excretion compounds in the 13 283 HS doe group. On the contrary, all excreted compounds that lay on the δ = 4.5-0.5 ppm 284 spectral region appeared to be at lower concentrations in the HS group. More detailed 285 analysis of metabolic differences between these two thermal conditions were obtained 286 from the multivariate PCA and PLS-DA data analyses and the Volcano plot.
287
First, the Volcano plot (Fig 2) showed that TN does excreted a greater number of 288 urinary metabolites (i.e., higher number of left-sided spots) than HS does. Most probably, 289 this was a consequence of the metabolic sparing of nutrients of the HS does, which loosed 290 weight as a result of their negative energy balance, to cope with the HS conditions. 
295
Regarding the multivariate analysis, PCA was initially applied to the 1 H NMR spectra.
296 Based on the principle of minimum differentiation, no samples were identified as outliers 297 according to Hotelling's T 2 (95% interval of confidence). Therefore, all samples remain for 298 subsequent PLS-DA in order to identify the metabolic differences between HS and TN dairy 299 does. The PLS-DA scores plot showed a slight distinguishable separation between HS and 300 TN datasets (Fig 3) . 
345
Among Phe-derivatives, hippurate has a strong association with diet and 346 gastrointestinal microbiota and its production requires of both microbial and mammalian 347 metabolisms [24] . Gastrointestinal bacteria produce benzoic acid from dietary aromatic
